New 16-membered macrolide antibiotics 6108 Al (1), B (2), C (3) and D (4) were isolated from the culture filtrate of a Micromonosporafastidiosus sp. 1 }. From the physico-chemical, spectroscopic data and chemical degradation studies, these compoundswere shownto be analogs of rosaramicin (5)2), whose structures were different from 5 at the C-18 position. In this paper, we describe the structure elucidation of these compounds. The physico-chemical data of 1~4 are summarized in the previous paper1*. The molecular formula of 1 was determined as C33H55N3O9 by HRFAB- MS (Calcd: m/z 638.4017, Found: m/z 638.4043
Laboratory, Banyu Pharmaceutical Co., Ltd., 2-9-3 Shimo-meguro, Meguro-ku, Tokyo 153, Japan (Received for publication December 25, 1989) New 16-membered macrolide antibiotics 6108 Al (1), B (2), C (3) and D (4) were isolated from the culture filtrate of a Micromonosporafastidiosus sp. 1 }. From the physico-chemical, spectroscopic data and chemical degradation studies, these compoundswere shownto be analogs of rosaramicin (5)2), whose structures were different from 5 at the C-18 position. In this paper, we describe the structure elucidation of these compounds. The physico-chemical data of 1~4 are summarized in the previous paper1*. The quantitatively. The lack of the aldehyde proton in the XHNMRof 1 and the chemical degradation result, suggested that 1 should be an analog of 5 substituted at the C-18 position. By a comparison of the 13C NMRdata (Table 2 ) between 1 and 5, it was found that the signal of the aldehyde carbon (<5202.7) in 5 was missing and signals at 3 168.6 (s), 152.6 (d) and 20.9 (q) were newly observed in 1.
These data suggested one of two possible partial structures
The XH (8 1.95) and 13C (320.9) chemical shifts of the methyl group and its appearance as a singlet in the XHNMRspectrum in CDC13, support the structure of (A) which also accounts for the existence of syn and and isomeric forms about the hydrazino double bond. In order to confirm it, 5 AUG. 1990 was treated with acetohydrazide at pH 4 to afford 1 . From these results, the structure of 1 was determined as shown in Fig. 1 .
The MWof2 was determined as 597 by FAB-MS: m/z 598 (M+H)+. The XH and 13C NMRdata of 2 are shown in Tables 1 and 2 , respectively.
Chemical shift assignments for 2 were determined from WHCOSYand "C^H COSYspectra of 2 and comparison with those of5t. The XHand 13C NMR spectra of 2 were quite similar to those of 5 except that an aldehyde carbon at 3202.7 in 5 was not observed in 2, and instead a carboxylate carbon was found at 179.1ppm.
The presence of a carboxylate group was confirmed by the IR spectrum (KBr)cm"1 1560 and 1385. These data suggested the structure 2 as shown in Fig. 1 each other in the XHNMRspectrum and at 3C 38.8 (t), 69.7 (d) and 177.0 (s) in the 13C spectrum. From these data, the presence of a cysteine moiety was suggested. In fact, the hydrolysis of 3 (pH 5, room temperature, 10 days) gave 5 and cysteine. These data and the chemical shift ofC-18 (SH4.53, Sc 67.6), revealed that the sulfur atom in cysteine was connected to C-18. In order to confirm it, 5 was condensed with cysteine to give the cysteine adduct which was identical in all respects to 3 (^H NMR, FAB-MS). It is known that macrolides having an aldehyde group, condense with cysteine to afford thiazolidine derivatives upon dehydration5). However, the FAB-MSand NMRdata clearly establish the structure of 3 in the open chain form, as shown in Fig. 1 , although 3 was easily dehydrated to yield the thiazolidine derivative. The MWof4 was determined as 621 by FAB-MS (m/z 622 (M+H)+). The IR spectrum of 4 was similar to that of 5 with the exception of the * Someof the 13C NMRassignments of rosaramicin, Table 1) . Comparison of the^H COSYand 13C-XH COSYdata between 4 and 5, suggested that 4 had an a,/?-unsaturated ketone moiety. The partial structure was confirmed from the results of long range selective proton decoupling (LSPD) experiments, which demon- AUG. 1990 strated that the signals at £26.5 and £ 198.8 collapsed by irradiation of the oleflnic proton at SH6. 1 1. The geometry of the double bond was shown to have the E configuration from the vicinal coupling constant of J=16.1Hz. Other NMR data of 4, except for the a,/?-unsatulated ketone moiety, were quite similar to those of 5, supporting the structure of 4 as shown in Fig. 1 . This was confirmed by synthesis by treatment of 5 with triphenylphosphoranylidene-2-propanone in aqueous methanol (pH 7.5) at 60°C for 4 hours to give a product Table 2 . 13C NMRdata of6108 A, (1), B (2), C (3), D (4) and rosaramicin (5). 
